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IN THE CLAIMS: 

1. (Cuirentiy amended) A method of delivering a nucleic acid of interest to a 
primary human chondrocyte, comprising: 

providing a recombinant chimeric adenovirus having a tropism for primary hmnan chondrocytes, 

said recombinant chimeric adenovirus comprising: 
a nucleic add of interest operatively linked to a promote r, wherein said nucleic acid of interest 

encodes at leas^one amino add'seQuenc e &at'jntibits'cartil^e disease proer^c^^ at 

least one amino acid sequence t hat counteracts the loss of cartilage, or a combination 

Aereof; 

a deletion in a gene encoding a fiber protein; and 

a nucleic add replacing the deletion in the gene of the fiber protein, said nucleic acid encoding at 

least a part of a fiber protein of a B'type adenovirus; 
wherem said at least a part of the fiber protein of die B-type adenovirus has a tropism for primaiy 

hiauan chondrocytes; and 
infecting a primary human chondrocyte in vitro with said recombinant chimeric adenovirus, such 

that said nucleic acid of interest is delivered to said primaiy human chondrocyte, 

2-4. Canceled. 

5. (Previously presented) The method of daim 1 , wherein said B-type adenovirus is 
adenovirus type 35- 

6. (Previously presented) The method of claim 1, wherein said recombinant 
chimeric adenovirus comprises an adenovirus 5 nucleic acid sequence. 

7. (Previously presented) The method of claim 5, wherein said recombinant 
chimeric adenovirus comprises an adenovirus 5 genome. 
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8. (Previously presented) 7bc method of claim 1, Avher^m said recombinant 
chimeric adenovirus comprises at least one deletion in the E3 region where the nucleic acid of 
interest is inserted or can be inserted. 

9-23. Canceled 

24, (Currently amended) €hondroc>tcs In vitro cbondrpcy tea provided with an 
Mditional nucleic~aSd~^ ~ ~~ 

at least one amino acid sequence that inhibits cartilage disease progression^ 
at least one amino add sequence that counteracts the loss of cartilage; or 
a combination thereof; 

said additional nucleic acid provided by a gene delivery vehicle comprising a recombinant 

chimeric adenovirus having a tropism for chondrocytes; 
said recombinant chimeric adenovirus comprising: 
a deletion in a gene encoding a fiber protein; and 

a nucleic acid replacing the deletion in the gene encoding the fiber protein, said nucleic acid 

encoding at least a part of a fiber protein of a B-type adenovirus; 
wherein said at least a part of the fiber protein of the B-type adenovirus has a tropism for primary 

human chondroctyes, 

25. (Cmrently amended) The in vitro chondrocytes of claim 2\ wherein said 
additional nucleic acid encodes at least one member of the family of bone moiphogenesis 
proteins. 

26. Canceled, 
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27. (Cuiretitly amended) A method of inhibiting cartilage disease progression 
comprising: 

preparing a reoombmant chimeric adenoviras having a tropism for primary human chondrocytes, 

said recombinant chimeric adenovirus including: 
a nucleic acid encoding a protein useful in inhibiting cartilage disease progression operatively 

linked to a promoter; 
a deletion in a gene encoding a fiber protein; and 

a nucldc add replacing' the deletiofriirthe gene encoding the fiber protein, said nucldc acid 

ftacoding at least a part of a fiber protrin of a B-^e adenovirus; 
wherein said at least a part of the fiber protdn of die B-type adenovirus has a tropism for primaiy 

human chondrocytes; and 
infecting a primary human chondrocyte in vitro with said recombinant chimeric adenovirus, such 

that said nucldc acid of interest encoding the protein useful in inhibiting cartilage disease 

progression is expressed in said primary human chondrocyte, inhibiting cartilage disease 

progression. 

28. (Currendy amended) A method of repairing cartilage comprising: 
preparing a recombinant chimeric adenovirus having a tropism for primary human chondrocytes, 

said recombinant chimeric adenovirus including: 
a nuddc add encoding a protdn usefijl in repairing cartilage operatively linked to a promoter, 
a deletion in a gene encoding a fiber protein; and 

a iroddc acid replacing the ddetion in the gene encoding the fiber protdn, said nucldc add 

encoding at least a part of a fiber protein of a B-type adenovirus; 
wherdn said at least a part of the fiber protein of the B-type adenovirus has a tropism for primary 

human chondrocytes; and 
infecting a primary human chondrocyte in vitro Avith said recombinant adenovirus, such that said 

nucldc add encodmg the protdn useful in repairing cartilage is expressed in said primary 

human chondrocyte, effecting the cartilage repair. 
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29. (Kew) A method of delivering a nudeic add of interest to a 
chondrocyte, comprising: 

providing a x^mbinant chimeric adenovims having a tropism for primaxy human chondrocytes, 

said chimeric recombinant adenoviius comprising: 
a nucleic add of interest operatively linked to a prxmiotcr, wherein said nucldc add of interest 

encodes at least one member of the family of bone moiphogenesis proteins; 
a deletion in a gene encoding a fiber protein; and 

a nucleic acid replacing the deletion in the gaie of the fiber i^otein, said nucleic add encoding at 
least a part of the fiber protein of a B-type adenovirus, wherein said at least a part of the 
fiber protein of the B-type adenovirus has a tropism for primary human chondrocytes; 
and 

infecting a primary human chondrocyte in vitro with said recombinant chimeric adenovirus, such 
that said nucleic add of interest is delivered to said primary human chondrocyte. 

30. (New) In a method of infecting a cell with an adenoviral vector having a 
recombinant fiber protein comprising a part of a fiber protein originating from an Ad5 fiber 
protdn and an adenoviral genome, the improvement comprising: 

wherein apart of the recombinant fiber protein originates from aB-type adenovirus fiber protdn, 
thus providing the recombinant fiber protein with a tissue tropism for primary human 
chondrocytes; and 

the adenoviral genome further comprises a nucleic add of interest operatively linked to a 
promoter, wherein the nuddc a^id of interest encodes at least one amino add sequence 
that inhibits cartilage disease progression, at least one amino acid sequence that 
counteracts the loss of cartilage, or a combination thereof. 



6 



Receivedfroiii < 8015319168 > at 10121/03 1:37:08 PM [Eastern Daylight Time] 



